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Introduction Heterodimeric Fc empowers next-generation
= Tumor-associated antigen (TAA) x CD3 bispecifics have biSpeCifiC formats Wlth altered ValenCieS

been shown to recruit T cells to mediate cytotoxicity
against tumor cells. anti-TAA

The pharmacodynamics and tolerability of TAA x CD3

bispecifics are impacted by multiple aspects of TAA ‘ f

biology such as tumor load, cell surface antigen density, ( ‘- /] anti102

and normal tissue expression. a ' et g (ant-FD-) IL-15/L-15Ro

Using a bivalent/monovalent (2:1) mixed-valency format, ™ & - O’
we have engineered multiple examples of TAA x CD3 2T W - -~ A A
bispecifics that exhibit selective redirected T-cell

cytotoxicity (RTCC) of high versus low antigen density

cell lines that mimic tumor versus normal tissue,

respectively. _
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The SGIGCthlty eXthIted. by the 21 format pOtentla”y (bispecific has (bispecific has CD3 bispecifics Dual checkpoint or Heterocytokines Targeted cytokines Monovalent cytokines
empowers TAA x CD3 blSpGlelCS to address an high avidity) low avidity) When avidity or checkpoint x costim

expanded set of tumor antigen biologies. selectivity is required
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(Treg selective)

Stable and well-behaved heterodimeric Fc enables 2:1 Fab,-scFv-Fc format enables targeting of solid
2:1 Fab,-scFv-Fc bispecific format tumor antigens with low density on normal tissue

Novel set of Fc substitutions capable of achieving heterodimer yields Tuning TAA valency and TAA/CD3 affinities enables selective
over 95% with little change in thermostability cytotoxicity of cell lines mimicking cancer tissue vs. normal tissue
(high/low antigen density)
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